at least partly, for the differences ~n the fetal globin gene expression and clinlcal seventy observed among s~ckle cell patients. The purpose of our study was to ldentlfy the haplotypes present in Puerto Rlcan Hb S patlents to better character~ze slckle cell dlsease in Puerto Rico. Blood samples from twenty nlne lndivlduals with sickle cell disease and other s~ckllng syndromes were collected at the Neonatal Hemogloblnopathy Screening Program Clinic. All blood samples were analyzed by cellulose acetate, citrate agar and isoelectric focusing electrophoresis. 8-globin gene haplotypes were analyzed by allele-specific ol~gonucleotide (ASO) probe hybr~dization and/or by PCR RFLP. The predom~nant haplotypes for the forty eight plchromosomes analyzed were the haplotype #19 l33%), and haplotype # 2 0 133%). For the haplotype #3.31 mutatlon, 12.5% of the chromosomes presented the mutation. Mutations characteristic for haplotypes #10 and #11 were 8.34% of p~chromosomes while 12.5% were mixed or other haplotypes. Comparing Puerto Rico with other countries, we have a prevalence of the Benln and Bantu haplotypes, differing with the United States prevalences in which more than 50% are Ben~n haplotypes. Our haplotype frequencies are slmllar to those found in a recent study from Cuba. The predominant haplotype in the SS population we studied 1#19/20) is associated with a moderate clinical cond~tion. In our s t u d~e s a strlct correlation with clinical severtty and pl haplotypes does not exlst In all of the SS patlents analyzed. We acknowledge support from NIH-RCMI G12-RR-03051 and the UPR School of Med~cine.
C h a r a c t e r i z a t i o n o f t h e Hermansky-Pudlak Syndrome I n t h e P u e r t o R i c a n p o p u l a t i o n . A.E. M a l d o n a d o -V a l e n t i n ' , P . J .
Santiago-~orrero~, A. ~o n z a l e z ' , R.A. S p r i t z 4 , J . o h 4 a n d C. c a d i l l a t D e p t s . o f '~l o c h e m l s t r~, '~e d l a t r l c s a n d ' p a t h o l o g y ; UPR S c h o o l o f M e d i c i n e , S a n J u a n , PR 00936 a n d 'Dept. o f M e d l c a l G e n e t i c s , U n i v e r s i t y o f C o l o r a d o , CO Hermansky-Pudlak Syndrome (HPS) 1s a n a u t o s o m a l recessive d i s o r d e r c o n s i s t i n g o f a t r l a d o f t y r o s l n a s ep o s l t l v e a l b l n l s m , a n a c c u m u l a t i o n o f c e r o l d I n t l s s u e s a n d a b l e e d l n g t e n d e n c y d u e t o s t o r a g e p o o l d e f l c l e n t p l a t e l e t s . HPS i s f r e q u e n t l y f o u n d i n t h e P u e r t o R l c a n p o p u l a t i o n a n d a v l l l a g e o f t h e S w i s s A l p s .
Dense b o d l e s a n a l y s i s i s c o n s i d e r e d t h e b e s t way t o d l a g n o s e t h i s condition, b e c a u s e t h e m a j o r i t y o f t h e HPS p a t l e n t s h a v e a d i s m i n i s h e d number
o f g r a n u l e s o n p l a t e l e t s , l f t h e y a r e n o t c o m p l e t e l y a b s e n t . I n 1 9 9 6 HPS g e n e was l d e n t l f l e d by l l n k a g e d i s e q u i l i b r i u m mapplng a n d p o s l t l o n a l c l o n l n g . A 1 6 b p d u p l l c a t i o n l e a d s t o a f r a r n e s h l f t m u t a t l o n o n e x o n 1 5 I n t h e P u e r t o R i c a n p a t i e n t s . F r a m e s h l f t mutations h a v e a l s o b e e n f o u n d i n S w i s s , I r i s h a n d J a p a n e s e HPS p a t l e n t s . We h a v e s c r e e n e d a t o t a l o f 63 P u e r t o R i c a n p a t l e n t s f o r t h e 1 6 b p d u p l i c a t i o n a n d i d e n t i f i e d 30 ( 4 7 . 6 % ) p o s l t l v e h o m o z y g o t e s , 2 9 ( 4 6 . 0 % ) n e g a t l v e h o m o z y g o t e s a n d 4 ( 6 . 3 % ) h e t e r o z y g o t e s .
B a s e d o n t h e m o l e c u l a r a n d c l l n l c a l d a t a , we s e l e c t e d 8 d u p l i c a t i o n -n e g a t i v e p a t i e n t s whose b l e e d l n g t l m e s w e r e h i g h e r t h a n 1 5 m l n u t e s t o p e r f o r m e x o n s c r e e n i n g l o o k i n g f o r o t h e r mutations I n t h e HPS g e n e . We a l s o g a t h e r e d additional c l i n i c a l d a t a a v a i l a b l e a n d p a t i e n t f a m l l y h l s t o r y . None o f t h e s e p a t l e n t s h a d m u t a t i o n s i n t h e HPS g e n e when t h e y w e r e s c r e e n e d b y non radioactive SSCP a n d DNA sequencing. E l e c t r o n M i c r o s c o p e a n a l y s l s o f p l a t e l e t s f r o m some o f t h e d u p l l c a t i o nn e g a t i v e p a t l e n t s r e v e a l e d a w l d e s p e c t r u m o f d e n s e b o d l e s a b u n d a n c i e s r a n g i n g b e t w e e n 2 t o 8 d e n s e b o d l e s .
We a r e c u r r e n t l y s c r e e n i n g t h e s e p a t l e n t s t o f l n d a s e c o n d HPS g e n e i n t h e P u e r t o R i c a n population. We a c k n o w l e d g e s u p p o r t from N I H RCMI-GI2 RR 0305, NIH-R01-AR-39892, a n d C a r c l n o g e n S c r e e n i n g Methods, C a n c e r R e s e a r c h C e n t e r o f RAMS, 1 -E n g e l g a r d Institute o f M o l e c u l a r B l o l o g y , MOSCOW, ~u s s l a .
Chemical o r Enzyme Mismatch C l e a v a g e r e p r e s e n t t h e m e t h o d o l o g i e s d i r e c t e d t o p o i n t random m u t a t l o n detection. They a r e b a s e d on t h e f o r m a t i o n o f h e t e r o d u p l e x e s c o n s i s t i n g o f o n e w i l d -t y p e and o n e m u t a n t s t r a n d f r o m PCR-products. Durlng m u t a t i o n d e t e c t i o n a n a l y s i s , h i g h n o n s p e c i f i c background prompted a d e t a l l e d i n v e s t r g a t l o n o f t h e DNA u s e d I n t h e s t u d y . The phenomenon o f d i v e r s e DNA s t r u c t u r e s of d o u b l e s i z e o f PCR p r o d u c t a p p r o x i m a t e l y a n d o f h i g h e r m o l e c u l a r w e i g h t a p p e a r i n g i n c o n c e n t r a t e d s o l u t l o n s of p u r l f l e d DNA f r a g m e n t s was d e m o n s t r a t e d f o r 5 PCR p r o d u c t s d i f f e r i n g b o t h b y s l z e a n d s e q u e n c e ( v a r i o u s g e n e s PCR p r o d u c t s from 118 bp t o 1249 b p l . The p r e s e n t i n v e s t i g a t i o n o n t h e model o f p53 cDNA 1249 b p f r a g m e n t c o n f i r m t h a t t h e d i v e r s e DNA s t r u c t u r e s a r e formed b y d o u b l e s t r a n d e d DNA f r a g m e n t s v i a S 1 -n u c l e a s e a n a l y s i s : t r e a t e d b y t h e enzyme DNA f r a g m e n t s r e t a i n t h e a b i l i t y t o f o r m h i g h e r m o l e c u l a r weight s t r u c t u r e s . U s i n g t h e number o f f o l l o w i n g purification p r o c e d u r e s i t was d e m o n s t r a t e d , t h a t t h e phenomenon i s d u e t o i n t e r a c t i o n Of p u r i f i e d d s DNA f r a g m e n t s a n d 1s n o t c o n n e c t e d w i t h t h e a n y c o n t a m i n a t i o n o f s t a n d a r d PCR p r o d u c t s . The e l e c t r o e l l u t i o n o f t w i c e t h e s i z e DNA s t r u c t u r e s from a g a r o s e g e l f o l l o w e d b y e l e c t r o n m i c r o s c o p y r e v e a l s t h e p r e s e n c e of X -s t r u c t u r e i n t h i s f r a c t i o n o f DNA. I n o u r i n v e s t i g a t i o n t h e a b i l i t y Of DNA t o i n t e r a c t w i t h f o r m a t i o n o f H o l l i d a y j u n c t i o n , t h e i n t e r m e d i a t e s t r u c t u r e s o f t h e r e c o m b i n a t i o n p r o c e s s , w i t h o u t p a r t i c i p a t i o n o f c e l l p r o t e i n s was 
